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Abstract: Sepsis is systemic inflammatory response syndrome (SIRS) induced by bacterial infection. 
From prospective epidemiologic study of SIRS and related conditions, septic shock has been reported 
to give the mortality rate of 46%. In progression of sepsis, damps (damage-associated molecular 
patterns) molecules are suggested to play crucial pathophysiological roles. Particularly, high mobility 
group box 1 (HMGB1) is highly conserved, ubiquitous protein present in the nuclei and cytoplasm of 
nearly all cell types. In response to infection or injury, HMGB1 is released passively from injured or 
damaged cells or actively secreted from innate immune cells, then acts as a potent proinflammatory 
cytokine and is involved in delayed endotoxin lethality and sepsis. The target therapy against HMGB1 
by specific antibody provides remarkable protective effects in inflammatory disease models of 
endotoxemia and sepsis. In this paper, we described the efficacy of HMGB1 as a target for sepsis, and 
discussed its therapeutic potentials. 
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severe sepsis，ショックを付随したものを septic 
shock と言い，それぞれの死亡率は，疫学研究か
ら SIRS 7%，sepsis 16%，severe sepsis 20％と増加





































































が明らかになってきた 10, 11)．Dampsは，Toll 様受


















が，従来の 1対 1 ではなく，複数対複数の関係に
あるという考え方である．現在では，Damps 分子
の他に，リポ多糖（LPS）や細菌特異的 DNA，CpG 




Damps 分子群の中でも，HMGB1（high mobility 



























パターン認識受容体 代表例 Damps Pamps
Toll様受容体 TLR1 bacterial lipopeptide
TLR2                    HSP60                        lipoprotein
TLR3                             dsRNA
TLR4                    HSPs, HMGB1               LPS, uric acid
TLR5                             flagellin
TRL6                             diacyllipoprotein
TLR8                             ssRNA
TLR9                             CpG DNA
TLR10                            unknown
TLR11                            profilin like protein
RAGE受容体 RAGE                    HMGB1, S100             LPS
NOD様受容体 IPAF                                                      flagellin
Nalp1b anthrax
Nalp3                            bacterial RNA, uric acid
Nod1, 2                          peptideglycan
RIG-1様受容体 MDA5                                                    picornavirus
RIG-1                                                   paramyxovirus
C型レクチン受容体 Dectin1                                                 β-glucan
Dectin2                          α-mannnan
Langerin HIV,  M.leprae
Mincle SAP130                     micobacteria
 









































































Science 285: 248-251(1999) より

















































して HMGB1 の意義が報告されている 18, 19）．
HMGB1 を標的とした治療の方策として，特異的
抗 HMGB1 抗体を用いる方法のほかに HMGB1
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